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<dt* ;mmw*&mir£&yrt9&$.&te^<Dm*m&?&m**m?&mM 
h — ® r ^ j wt m m & •* & % y > n° * s * ^ \t -e © % * jg£ *r s t g ts z m -r s 
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mm&i urn—tit itmnw izm—<?>T$; mmn & &m ■<*- & # > k £ & & ^ 

[If #^2 0] SB?[f#-i§- : lT^Stl-ST^ ^SMiaifcW-- *&l«»»fCHr— 

cuMtgc 2 2] ib^j## : 5 *fei±@B^j#-^ : 6 -emtsnz&mmwzimtztf 
[«^2 3] ^f^it^si^2 2ia*©^R5 • mmm, 
mm** 2 6] Egr -mmmz^Lxte&mmffi&wmto^ffi • 

MM** 2 7 ] Egr -liSJl^fE g r -W^MX* 2 6fBS©^ 

sw&*tc & # s im^is ws©^ i£ * »m^*^o 

MM** 2 9] Egr -lJMtfXtfffE g r -lfllfW2rT?*S»:&*2 8fH^©^ 
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[»#«3 o] mmm'&w&®^w • t&ses&ssBrrs&fi)©, e g r -mm 

C»#^3 1 ] Eg r-lWi^fE g p-l®ffiWn?*'-BII*«S 0|B^©^ 
[0 0 0 1] 

[0 0 0 2] 

B5?ff#-5 : n*mzn&r$ SWrnFtZ'SJi'tZZytflrnthTlt, Earl? G 
rowth Response- 1 Cfclgjmf. E g r -lill&ffitSril^S) tffcl&JlT 

Egr-ltt, *JfeKU:yfiH3Mfc3*U *Hfi J:OfJfil*aaffi©«Sft 

l/dprLlx-^-CD^JSfeSI^I-rS^^H^T?** (Nature Medicine, vol.6, No 
.12, p. 1355) „ 

[0 0 0 3] 

o 

[0 0 0 4] 
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[0 0 0 5] 

6 ) . Hmmtfmmm&R&T* %> z mm 4 ) sa«© * * u - - > er^M* ; 

- * tc itmwBK m— v> r ^ j mmn z^m-t & $ y a # r=. & *<D&e>gm 

8) IH^J## : l^SnS7$;iffi?!Ii:H-*fett|gJt»f:H-©T§;a 
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- * it itm^miz m- <d t $ j wmm *-smirz> # > ^ v *t * it \% * <D&<Dm& 
9) ftfiH i ) mM(Dx? v-->y^mc£^xmbftf=.fc&m%r=.&^cDm. 

1 4 ) mmtfmmBT»$>z>mm 1 1 ) ia^©x ? u ; 

15) wmmtfE s v -m&&wmm.~z&zwmi 4) mm<Dx9v--y? 

1 6) wmBfimmm'&wmT*&2>mmi 4) mm<Dx?v -~y<mm 

1 7) m&m-% : lvmzn&T $ jnmm£m—$.fcizm&:&iKm—<D7 $ ; 
mmm & % # « * & it* <z>m. *m&? & &± & £ #m& v 
tc.mi$h. : n*mzft&T$ jrnmmtmsittemnftizm-vT 
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m— £ t=- \%mn.mz n— <d t $ j wmm & & y * * m% it & n 

i s) mmi i) sa«©^^y-->^asfcj: 0 -c#e>tife^i&*fctt^fiD 

1 9) mmi i) mM<Dx#v-->?%mz&vTm'btif=.ik&®£fci**<D 

2 1) ftfSB2 0) SB«©m^&^bT^5, IB^J## : l^^^lST^ 7^ 
2 2) K#J## : 5 £fc&iIB?rj## : 6 *V5&SIB?![£5£ , r StKU 5? # 1/ 

2 3) ^B^w^jST*festtfia2 2) mm<D^m • ; 

24) nmmwE s r -m^wffmm^^tmz 3) iB«©^i& • mmm ; 

2 5) t ®3&m.tfmmm& , gm~e%>2>mm2 3 ) ib^©^^ • mmm 

2 6) Egr -l«lM^S:#*LT^-S«g^ttW^©^B& • i 

2 7) Egr -mfflmtfWE g r -l«HKfH-e»*«f|H2 6) • 

II; 

2 8) m^mmicE s r -mmm&ist&'t&z.£&mk£.*&* mm%m®K 

29) Egr -mmm&WE s r -mmm^^^mmz 8) mm^m 

3 0) mmmwB&n^m • mmrn*wk+zi=.to<D. e S t -mmm^mm 
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3D Eg r -mmm&WE s r -mmm-e^^mms o) mm&mB 

[0 0 0 6] 

•t&z. \%. m%mm m^t. tK v?*, *?*k \lv 

V. VI/. V^r. by, ^f*. -9-;K CDffijg ( 

iiii arm, nmmm. yvrmm. &memm. itmmm. 
*mwsmm. mm^mm. mmmm. mmm. mmmm. &mmm m. 
m. nmm. mm) . mum. 

IK&«, flgtt. /MK) , fffllU Ti#:, If, MUfc ffl* 

, m&s. #*, », 3g-fb« («. *», . it, ifr 

iu mm. mm. mrm. *«jfiL m&m. m%. mm. mm. #> mm 

[0 0 0 7] 

. ffl#J#-& : 1 XmteZ 7 5 ^ MB#Ifc*& 5 0 %JgU:, ftlt b < it® 6 0 % 
Jg*_t, 3&Kl8F*b<tt*&7 0%J£Ui, L<ltm& 0%&±. 
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[0 0 0 8] 

£Zxk-? a lf:^ot, («, ^0. 0 1~10 0|f, 0* 

u<tt«ro. i~io0 % j:y*F*i/<tto. 5~2f) "efesrt^tv^ 

SSIKfj W^SHS-?- ilLXlt^ WTtlt. platelet-derived growth factor-A cha 
in. (PDGF-A chain) , platelet-derived growth factor-B chain (PDGF-B chain 
) , basic fibroblast growth factor (bFGF) ', fibroblast growth factor 2 ( 
FGF2) % tumor growth factor- /3 1 (TGF-0 1) , tumor necrosis factor- a (TNF 
-a), intercellular adhesion molecule l(ICAM-l), vascular endothelial ce 
11 growth factor (VEGFK PDGF 0 receptor (PDGF 0 R), insulin-like grow 
th factor-1 receptor (IGF-1 R), fibronectin % a 2 (1) collagen^; Ififi^tf 

Ife^tltlt Mx.l£> plasminogen activator inhibitor-1 (PAI-1). tissu 
e factor (TF) % metalloproteinase&£j^&f ^.g,. 

mi?M'mm'&(Dm%.lt, M;l&£Shi-Fang YanP>©#?£ (Proc. Na 

tl. Acad. Sci. USA 95#. 8298-8303K> 1998*£) * fctt-etlJCfll C £-%mzm 

[0 0 0 9] 

/KWW*©l*fctt2«jaJt (ff*U<», 1-3 0HE #*L<&1~ 
1 0©^£g, $ b< (1 — 5) <Z>7^ SWlifiX&l,lL7§ SWt 

n&U ©SB#J#^: lTf*S*i*T^yMWICl*feW:2«JKJ: (»*b<tt 
, l~3 0im ^*U<ttl~10liE 2 b<tt|§: (1-5) 

ma tr=.it2m&,± (#*b<H\ 1-3 oisi, ^i<tti~io 
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t$biz&>k^<itm (i~5) m) <z>r $ smtfnAznfcy $ swemm* 
~3 oiii, m&L<izi~i o«m s&k:#*l<h:» q~5) 

[0 0 10] 

ymaB^JSr^-r^df >A*S£«:C#>£t-&, #SSI8<Z>*>,r?**t 
tt, C 5fcSg## /I/ )K3f (-.CO OH) „ ^Jltf**/ I/- h (- C O O") , 

7^ K (-CONH 2 ) tfetti^ (-COOR) GMSirft'Tf&oTfc.fcV*. 

^z:t'ixf;n:fect5RJibTtt, n -^ntf;v 
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j momm±<Dnmm («a«-oh, -sh, t^s, >r ^ #v-;i/S, 

[0 0 11] 

ft, ¥ft> ZfU¥*yn. 7l^^>^ 3A^|, ^x>^ 

, £ft, £&#ft, **>*;i/>fc:/ft, s<ynyxjifcyM) t.<Dm 

*mm<D*yrf>?n&fcte j £<n&i*> m^rcm%mm<Dmm^.rcizmmf}^ 

[0 0 12] 

*nme>*y/i9g;T&fcte*<Dmz> tetany* p&mmzhfctf^Tmm. 
zm&L. &&®w&mm zm?zm& iz&mm & bum* & £ * »c * y b » k 

»^^««*©JK«tt. Milt J^TOQ-CDfCfa 

®M. Bodanszky M.A. Ondetti, K • (Peptide Synthe 

sis), Interscience Publishers, New York (1966^) 
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(DSchroeder£ Jct^Luebke. if - s<zf?~F(The Peptide), Academic Press, New 
York (1965i£) 

®Mmm&m. ^^F&m&mMtmwi. &wm) (1975^) 

®&mmm &£x$mmm^ znt^mmmm u zynvRvitm^ 205. ( 

1977^) 

®$kmmmm&, mmm^mm, mum. j&/u#/£ 

[0 0 13] 

^^^/0^;i/T^n-;i/affli, 4 FU;i/T^ >tffl^ pam 

ifHI> 4 -ti Kn^^^^;i/^^;i/7x^i;i/T-iz i>y* F*^;Hfflg, jKut^ 
y;ur^K^B|, 4- (2' , 4' h*cis?*-;v-\z Fn=3f 

^x^^SI, 4- (2' , 4' -yn^7i-jl/-Fmoe7Uxf 

umt't&zyrtv'^omwMv sfo&&<D&mm&jjmz'm\ mm 
±^m&z-&& = ^©sfHctfj^ & # > a? jc y at- i: mmz&mum 
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$ FMt^Tlt. DCC, N, N' -^-fy^Dtf;!/^;!/^^^ $ h\ N — 
a:^;i/-N' - (3-^f;i/7^;^n'j^) #;i/>KSM ^ F&^fflv^ti 

, HOBt, HOOBt) t^=feic#MT^^m§:tt^fllJc^jrrt-s*\ &e> 

[0014] 

i&izmmL?&z£&j®bnT^&mmfrbm&mMzn& a m^.h n, n- 

^f;i/*M7^F, N, N-^^^;i/Tiz h75 F, N-^^;i/ti°n U F> 
fc£©g*rs F3S; ^nn^;i/A^if©^D^*>fb^7fc^ ; 

fiaw^ti, oic~5 ox}<Dmmfr*>mg.m%izn& 0 mmtzntc 

[0 0 1 5] 
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=3pS/*;i/3Kn;K ci-z. Br-z, r JiTtZ-i/ijn'TS—Ji. bvy 

7x^I/*^7^;W;K Fmo c & if /tf^tf e>*l£o 

;k ^^n^\y^;K S/*n;t*^;K 2 -r^y^jitstifomm^ &&Vt 
tt> MJW F^ Fft & J: o t f It 5 ^ h ^T- 1 5„ 

>nS/><z>7aiy-^/tt2KaftS©#«3S4:bTtt, Bzl, ci 2 - 

Bzl, 2--hnK>^K B r -Z,\ t -^/l/J&£#JBV*&*l<& 0 

fc^fi?>0>f ^ bttt, M^fcK, Tos, 4-*b*ris 

-2, 3, 6 - bV ZT-Jl/^yH yz.jnfr—;i, DNP, 
, Bum, Boc, Trt, Fmo c & if v 1 * tl|j 0 
[0 0 16] 

2, 4, 5-h'j7nn7x;-;i/, 2, 4-j;-hn7x;-;K $/y 
7 ^^;i/T^n~;i/, rt^— Nn7x; honb, N-tKn^^^i/ 
^ F, N-t: Fndps/7^;i/>f 5 h\ HOBt) t.(Dx.^^;V) &i?#Mv> £>*i 

£ 0 mnT$;m<DT$;m<Dm&ikzftit%<b£LTi*. mttix. »§y 
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|£&if{c £&Mt&M ; V4y^u¥jvm^)VT$ y, hV^JlT^y. tf^U 
fc£##tfe>*l5. _hffH^S{Cj:SH«M^^ -j^tC^j-2 0°C~4 0°C<D 

:/*>5^*--/w l, 2-^*yV*7t-)\;t£E(D&ote%tty^mffl(DWk 

-;k i, ±-7zyi?**-frte¥<D&teT<DmwmK&&MumMftK, # 

*Kfls^hU ?A^?£> #r>*e— TJ&ifK: «fcSTA/*!JMK: ±^TfeS5SS 

[0017] 
[0 0 18] 
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A7^77'J-, _tIBL£M->TOtS^tf>cDNA, JtiBbfcM • 

Vx-ftl-e»oT%<fcW 0 ±BLfe3Wlfi- ffi»U»;totalRNA*fcttmR 

N A Hfrfr £ f|[§g bfc&CD&MV^T BtglReverse Transcriptase Polymerase Chain 
Reaction (JgJT-. RT-PCR^il^|it5) JdioTilliPif 
*»BCD*>;^*fe3-Ft4DNAiibttt, flf^tt, 'B»!I**: 3*fe 

SB#I## : 3 £fcttIB#I## : 4 7»«S *lSSSBi#jai /W * h U b 
Se^ll## : 4 T?*Stl***aBJ04:3|& 5 0 %J^_h> ^U<^6 0 %J£*_h, $ 

e> {c^i; b < tt» 7 o %j£*_t, ±Wb< ttJte 8 o %JSU:, 4#ic#£ b < \zm 
9 0%J2Lt, b<&if$ 9 5%#J:©ffiWtt&^S$SaSSJm*#*-<5 

DNA&H^MV^fl'So 

^lydpzL^— • — — y>f (Molecular Cloning) 2nd (J. Sambrook et 
al. f Cold Spring Harbor Lab. Press, 1989) tCffi«©#S£fe 2fKltEoTff& 3 

#Vi£-*/ a >&, #*b<B:, A-fxhU>^o:>h^#lc^oTff5&e)^ 

M, b < 19-20 mMT% Umtftb 5 0 ~ 7 0 b < itffi 6 0 
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#: 3 £fe&Sg?!I## : 4 *l£i62SBi#I&-g^t"<& D N A& if 

[0 0 19] 

f ir % & m m n © - n & z m t s d n a ? ^ ^ v - & # v ^ x p c r & i c * o 
T*giprr £a\ ^fc^i^^^^^^^-^CJla^3i2 t ^^DNA$:^0^(D^>7^ o 

Molecular Cloning) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Pre 

ss, 1989) izmmcD^m&¥izifc-DTfite?z.£tfx*g£ a mm<D^4? 

DNAOSSSa^fJl*, £f£tt©3ry K 0U>U£. Mutan™-super Express Km 
MM (SO ) > Mutan™-K («) ) Sf&MV^, 0DA-LA PCR&, Gapped 

duplex^, KunkeliS^©&^^©^*«V>tt*tl&^i|i'DS^SK:fl&oT3e 

^T'tS, tDNAKffl5' **flflC»ailHf*&=iK>ilbT©ATG&*b, 
£fc3' 3Zffimiazmffi1&JknFy£LX<DTAA^ TGA*feiiTAG5:fb 

T#-7*-*m^xttfia?z>z.£&X'gz>o 

[0 0 2 0] 

fegWil-rSDNAWf^Sr^jyffiU, RDNAWrtf&a!3fc#^'<* 
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^^^-fcUTIt *J#lSSl3fc®:79*^ K (W, PBR3 2 2, pBR 
325, pUC12, p UC 1 3 ) ; Jfrgft SBfc©^* ^ K (M> pUBll 
0, pTP5, pC194) ;ftfi^7X5F (i, pSH19, pSHl 
5) ; X 77-¥&E(DA?TVJr7T-P ; U hUV^f JIX, VPis-TV-l 
)\s7., A3ra.nVj;i;X&}£<DW}ysV4frX ; p A 1 - 1 1, pXTl, pRc 
/CMV, pRc/RSV, pcDNAI/Neoi&H^&tLS. 

& - T* & tl ti V \ ^ & § % © T» =fo «fc V \ „ 

LTR^n^e-*-, cmv b*JSuV4;vx) zfu*-*-. H 
Ra^n^-^-fc^jW^bv^ 

r e c A^n^-*-, ^P^n^-^-, lpp^n?-*-, T7^ 

n^e-^-fcifaWSibv^ 
ii^Af;i/^iiT^^l^ spoi^n^e-^-, spo2^d ; e-^ 

P e n P^n^-* bV\, 
1&£#»-S:T? PH05^n=E-^-, PGK^n^-*-, GAP 

^n^e-*-, ADH^n^-tSt-fcifaWS; bv^„ 

bv%„ 
[0 0 2 1] 

, SV4 0oriJiWt§i^5) 5&ifS:^bTV%S%CDS:ffiV%5z:i: 
f r £V&ffi?&Wr&&$>2>) «5s-? ^VhW-h (MTX) Bftf] , T> 
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ffiJte^ 0£*T> Ne o r fcl6f6;'r«5*&#&5, G4 1 8»tt) ^jf^Jf fetl 
#IC, dhf rife^Sf ^^--X/^^-IIjl&MV^ dhfrjt 

«*«Kl#fllIl/T ! b,*:V*. •g±#lS/x'J trMBTT?***^, PhoA • 

frWffl* ompA • i/ir-t-jn/WSaMbZifi ; a -y 

^ • ^Wl/f^lk if :/^U >>> • e/^;Hg^'J^if^ ; 

M F a • */#1-JUWffi* SUC2 • S/^/I/ffi^fffc ; ?g£#lfr#0 

[0 0 2 2] 

m±£vxi,t. mz.&* x^xut7ii, a^;i/xm®> ism, 

xi/xUbTMItbTH U/xUkr-aU (Escherichia coli 

) K 1 2 • DH 1 [:/n$/-5?>$r:* • • if • -*-5/s>/i/ • TjtjrS - • 
*f • •y--{3Lyi/4 X - 3r~f • if • n — X^m — (Proc. Natl. Acad. Sci. USA) 
, 6 0f, 1 6 0 (1 9 6 8)], JM103 # >f V y >? ■ 7 S/ y X • U if- 

(Nucleic Acids Research) , 9#, 309 (1 981)], JA221 
— ±)\> • ^eU'drxi.^— • A4?tU¥— (Journal of Molecular Biology) 

, 12 0i, 517(1978)], HB101 [£>>-:f;i> • *zf • ^V^x.? 
-•AjJrUV-, 4 1§, 459(1969)], C600 {Vx-^tJ V V 7, 
^(Genetics), 3 9§, 4 4 0 ( 1 9 5 4 )] Jjfc^jWff^ e>tl-5„ 

^f;i/^IIi:btli, • if (Bacillus subtilis 

) MI 1 1 4 C^~>, 2 4#, 255(1983)], 207-21 C^>-^ 
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)V • • A>(3r<>r*X hV- (Journal of Biochemistry) , 9 5 



8 7(1 



9 8 4)] fciftfMV^ttS. 

ft ilbtit #I*.fc£, %U V-f -feX "feU^S/X (Saccharomyces cere 
visiae) AH22, AH22R", NA87-11A, DKD-5D, 20B- 
1 2, i/ x J-fryjtt D 7>ft^ Jj<>^< (Schizosaccharomyces pombe) NCYC 
1913, NCYC2 0 3 6, fc°3r7 ;U MJ ^ (Pichia pastoris) KM 7 

i&£#Mv^*is„ 

[0 0 2 3] 

$HblBS& (Spodoptera frugiperda cell ; S f MM) , Trichoplusia nitf)tM& 
ffijfcOMG UHJ®, Trichoplusia ni£>0|S$fc(Z>High Five™$Hfl^ Mamestra bra 
ssicaeft^OjjTO, Estigmena acrea&5fc©jjW&&& if^M V* *l£ 0 
BmNPVOi^ MStttltH Mffi*$c-ffc« (Bombyx mori N #HjB& ; 
B mNjftflJBS) «siT*«fflV>&tlS. iS f mmt. LTfcfc, S f 9|Iflg (AT 

CC CRL1711) , Sf 2 1»1 (J^_fc, Vaughn, -f > • ^f-f sff (In Vivo 

) ,13, 213-217,(1977)) J&JftftfV^tlS. 

(Nature) , 3 1 5#, 592(1985)) 0 

mmmmtLLXlt. iiH ^MJlCOS-7, Vero, ^-v-rn-X/N 
^^-MCHO (OT> CHOJfiHieiiilftffi) , dhf rl^i^^fr 
-X^AX^-»CHO (jgAT, CHO (dhf r~) iilfl&i: Wgfa) , 
L$H5S, Y^AtT-20, Vi7X^xn-^i|J^, 7^hGH3, H h F L 

[0 0 2 4] 

So 

#•7^ - • Tt? • -9--rn:>^-rX • it~f • if • zl-x^oi- (Proc. Natl. Acad 
. Sci. USA) , 6 9t, 2 1 1 0 (1 9 7 2)^>V~y (Gene) , 17^, 10 7 
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(198 2)&i£tzmm<z>-%mizm^TmnmM-t&z.z:tfT*g& 0 

>?X (Molecular & General Genetics) , 1 6 8t, 111(197 9)&£ffC 

^V^X->f>-X>1f^^D^- (Methods in Enzymolog 
y), 194 182-187 (1991). Z?Xiy-Vy>?X • #7 • if • 

•ri/zi-rfy • yjj^* - • • -tMx^sz-f x • • if • ^-ixi- (pr 

oc. Natl. Acad. Sci. USA) , 75 #, 1929(197 8 ) & ^{CfS^CD^lC 

MMflla&^B&tt. M^-fcC, A-f^-/^^ J UP- (Bio/Technology) ,6 
, 47-55(1988)^ ^{Cfa«©^{C^oT^^f-5^t^T^ So 

ffliil »SX»8 MJfl&X^I^n hn-;v. 26 3 
-267 (1995) (5!M*±^f5) , VJUUV- (Virology) , 52f, 4 
5 6 (1 9 7 SjlCSS^^lC^oT^K^m-r^^^^T^So 
[0 0 2 5] 

3^T*> ^iliibtit ^;i/3-x, ^^^hU>, "5T?§ffiMti)' 

yxr-zf- v%~, «-?hy. *if-r >, »x^, ^si, aim */sj&ttj 

sf)hzi-7,, %4f$ Jm^tiMQ^M (3 9- (Miller) , 



2 1 
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^2 0 0 2-0 0 3 7 6 9 ^ 

• tfzf - X^X^U ^ >y • >f y • ^El/Sf^- • ^x*^ y $7, (Journal 
of Experiments in Molecular Genetics) , 4 3 1 —4 3 3, Cold Spring Harb 
or Laboratory, New York 1 9 7 2] i$0t.L^ o &9glCj:»h ^n^-^-S: 

«^««XS/xUlirM1»^**mK«lift#©»*tt, 5~4 3'CT% 

^3-2 4B#r^T&fc>*i&o *JHC*y, »fc*f>Si#«:*foT%»J:V\ Q 

jft-Tbif— (Burkholder) (Bostian, K. L. zfUlz-VyPX- 

*zf- if- -t-i/a^^ • 7Ar' - • if^fxvW X • • if - n-x 
^.X- (Proc. Natl. Acad. Sci. USA) , 7 7i, 4505(19 8 0)] ^ 0 . 
5%;*Jif3 ;i&^|it5SDfi (Bitter, G. A. ^"D S/- Vy>fX • * 

^ • if • ^->>a^-;i/ • ri^f^ - - ^ • if>rx>$/>rx • • if • n-x* 

x- (Proc. Natl. Acad. Sci. USA), 81i, 5 3 3 0 (1 9 8 4) ] & 
0°C~3 5TCT% *&2 4 — 7 2«MarfJ«i*5ti«. *&SllC/£DT, sa^ffiflffefT 

$Ix.$Grace' s Insect Medium (Grace, T.C.C. — (Nature) ,195,788( 

1962)) JC^MMfcbfcl 0%^^jfll»48f©^<fe&ai!i:ilI^.fe%©J&^^V^& 
»PHI1 #*l/<ttJ|&6. 2-6. 4t'feS 0 ##fcfc, jlS^J 2 7 

5 — 2 0%©^jM4 ; ifil^f ^^^MEM^SS Cif^fx^^. (Science) , 122i 
, 5 0 1 (1 9 5 2)] , DMEM^ft nni?- (Virology) , 8^, 3 9 

6 (1 9 5 9)], RPMI 1 6 4 0 igifi (£>>-•*- ;V • Tt^f • if • U 

• j^-x-f ^7^1/ • TVi'X-i/a^ (The Journal of the American Medical Asso 
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ciation) 19 9i, 519(1967)], 1 9 9 igjfi {z?U ? • Jf? 

• if • VIM X^>f • 7#— • if • AJXUVIJJV • ^fYX> (Proceeding o 



°C~4 0°CT% *& i 5-6 0B£iatfffcjb;rt.5 o ^S(C|S BT«^0tffS:ff o *C 
[0 0 2 6] 

e> &&©# tare** fcm&%> & wtmmzmm&mffimzmm u m^m. 

SM»I©^lcLfe^oTMiit§ri:3!)^$5 0 £(Z)J:e>ft# 
SrftlMt-S^ ; 77-f-r-f-^Yh^7-f -ft if ©^ftffijf&'K&ftfM 
[0 0 2 7] 



f the Society for the Biological Medicine) , 7 3i, 1(1 9 50)] & if 
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'Ehu^x y;v3f=.ji3iy F^^^-if, ^n^-r -tr, $rya$/ 

[0 0 2 8] 

; foti&&m ; ffofl6& ; PTCA33 «fc > hWS^ODlfii 

) ;mmm (Min mmmm, m&mm&m&mm. mm ;ims mz.it 
. Btmm. Bt&, stm i mimmm mpnt. *b§^, urn, ±mm ;<i» 
mm (Mxii tftftmm) -mmm mux. Mtiyf?b-fx 
) ; vw^&mm «ttwflsy n-mmm 

ri»it£ifc$fcb ferric, *»W©^>^^K<z>S^^UTvns3KJSj £ 
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[0 0 2 9] 

&yrt?M*m£^£mfi*m?zmm*mmk&®<D&&TKmmL&m&^ 

tK 9yK ©»«l^6J|ll»S4xfe||lfll6l*^««^W r 6#i*. 

jftfb^ft, m»m^ mmmmm. mmmmttimm&ztfmfb 
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#389!©* MZ.lt. &ftm<D*>rt*9tKtt't&ffi 

[0 0 3 0] 

, Fab', &SV%»F a bH&TffcoTfc J:V*. * tfcftfcWSRStlTV^T 
% «fcV> 0 

i] , c 131 i] , [ 3 h] , c 14 c] &£jWiv\&jri*. iitutu 5ScftT? 
>^y^#>>7*-hfc£#;sv>e>*i£ 0 urii, mx.it, 

So 

[0 0 3 1] 

#3&t£©#>/\°?» &je*i-«isi, jt4£ns#;y;\ o ?sc&. answer* *i 

S%©^fe«B^^c^S4^fe : fo©©v^Ttt^^>■oT% <fc <, $ e>icW#©-a- 
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[0 0 3 2] 



6-e*ati**itB»iiS'^*'r«*y5i^i/^K (*F*b<«, war** : 5 

So 

±SB*£-&tSffiWu £tf$<Dj3&. Mx.liShi-Fang Yan&©^j5fe (Proc. Natl. Ac 
ad. Sci. USA 95#. 8298-8303H. 1998^) * fctt*ftK:*&5#i&Cfl£o T>f 
h7yfe>f ?$£ (electrophoretic mobility shift assay) £fflV^M^i~ 

MxJfShi-Fang YanPjtf)#i£ (Proc. Natl. Acad. Sci. USA 95^, 829 
8-8303H, 1998^) *fett*tllCl|il5S^lC«5!oT, mttifrtz 3- RfSDN 

, M;U£Shi-Fang Yan^©;^ (Proc. Natl. Acad. Sci. USA 95#. 8298-8303 
JC, 1998^) *fcl«tl{cmDS^{C^oT, r^^©^>A^^{Cj:S^ 
^ffifffiro^iBTiC^saa^J fca- Ff§DNA±{CfeVNTIB^J## : 5^^« 



2 7 
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2 0 0 2- 



0 0 3 7 6 9 



[0 0 3 3] 

itS-ft^flK feSV^{«#§0 i g©^>/^ o ^^©^S'IS$:MfJ (flats- few: IM9 >r« 
fb## & * 9 V - n > £ r h 3^1* S -5 o 

3 o %jsui, £ y l < 5 o %&±ffi&Z"&&tX,mk&%!}*:$i9bW<D$ y 
tt fll^i: I, T ; *#§^(Z>^>/\°^K©^tt$:^2 0 %J6U:, £F£ L 

< i* 3 o %^_fc, iy^tK tin© 5 o %&±wptt*wkfct*m*immc!> 
v x t mm t & z. t. & t§ * . 

^*©^B& • ^^F. #>A*, #^:/*Kttfl^r%, £jfcffc# 

mmm&m. mmmmm. mmmmmmm. sfcm&i£<n^~?n 
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0 0 3 7 6 9 



[0 0 3 4] 

0 k v xm&t z> z. t & 0 

(a) *a-^;v^#j^£M©#$g 

&c. ^*i|lr#;&£v^£ffi#: % #^£!!i:£%&c|g#-t£ 0 |g#«l,TM#:jg£tg 
|g^LT%J;^ 0 ^#{i3t^r2~6M#lc l im^o. tf2~i otef^^ti^ 

^&^b> mm&m<z>2~5 umcwm^r^tv y^m^wmv. 

J»tf>#&u fill >5r-^~^^;i/x^.>r>©^ C#-f3^- (Na 
ture), 256, 495 (1975)3 fC^V^^f -5 ZL £tfX*g& 0 M&ti&i&M £ L X tt, 

fflz.it, sKu m^-i^^y (peg) ^-fe^^f-f ^-r ;i/XJ&H^#tf e>ti 

$?£b<&PEG#s;g^e>jri3o 
[0 0 3 5] 

fllI»Ii:UTlt NS-1, P3U1, SP2/0, AP-1& 

1 — 20 : 1 SijgT?* y , PEG (^iKttPEG 1 0 0 0-PEG6 0 0 0 
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) #1 o~8 o%mm<Dmmxma-zn. 20-4 or, $?*b<&3 0~3 7 

a 

§vMig#i:^=fejc^$^:fc©^ («, v>f^n^l/-h) £7W yy K-v 
y#ir&z.£tfx»%Z> 0 

1-2 0%, ^£ b<ttl 0~2 0%^MAt?:^tfRPMI 1 64 0fg 
ife, l~l 0%o4^M^Jfit«$:^G I T^ifi (^M^X^ (flO ) &&WZ 

A-r^y (sfm-1 0 1, btks^ («o ) ?£Eitm 

0 igaysratt, jif 5 0-3 saw, &&L<i%imm~2Mffl-e&& 0 mmiz. 

mvu-jv yo&nmmm cm, mm^ r^n-^mm. ^m>&mm.m, n 
M,mm^ 4*y&Mfa cm, deae) izzzmmm. mm^m. fivzm 
um^s ©*g & £ v n -tm y Atez^^z-juv-j yG& a ©ratt mmw 



3 0 
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[0 0 3 6] 

It, lfi#<B#«»{K &*rfc e> 3 £ tc J: y 5 r £ £ 

vv7-K$iMz^TftmLt/\7T>KMLTffimmm&<-TSi*ftiz, e<d 

9Wn^n^'j>, /\^>>T->^&SSitiTvNy^> i izML, mo. l 

jis^2-63i#jc i m-To, tt^3~i omnmn&t>nz> 0 
jftjfitit *©7i<y * n-^-^##f©^«, ±n<D$tjkm$*<Djft#im<Dffl&£. 

[0 0 3 7] 
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*mw<DX9v -=.>>fj$mz j:y#e>tis r&&m<D*y a* 

[0 0 3 8] 

;k T>7y, afc^yzfy, T*cxhvy, m&^jvu-x, femmmtFu 

T^myjv* ym^y*ssyj±&i£-&mif*>nz>o 

:nn-f F>>y#& *i£ 0 

> *f ;i/iz;i/n-x, *;i/AK^^^^-;i/i2;i/n~x> */*f ^iz^n- 

xf hy^A, MH-fe^o-x, en, v-^y—b-Ji, hw\n-x, 
xhU>, n Fn3r*/:/nn 0 ;nz;i/n — x. n Fn3f 2/:/^fc?;l/*f 

;^•fe;^^-x, tf?y if— ;nfn y F>& *is 0 

^ n if ;b n - x & if # W p, ^ § o 

, -Ju^uyyvn-jv. tfV if zi-;k 3^gu h^^nn^fi, 
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h m> u ^ * s/ x* u >«<f& t v & if #p w e> n & . 

*9Hb^©#JS&Wi:UTB:, tftth'J^A, ^yt'JX D-v>xh- 
««3Sff©«FM*iMfcL/TH:, U m&, iittt& *x>^it&£?<jr>ii 
M-JS-ffc^J tf> M ^MiiLtii, ^ > j; ;i/ y /i/ n - & if if b *i & . 

&8*toffl©«F»fc«fcbTM:, MffiEBfeSL T *n/i/tf Zifimtf 6> *iS 

o 

(fcf, ^-*n^>, ^nn7-fM 'Otf^&if) fcif#3*tf e>ti& 0 

■H"i*8ff©#jB;&#[fc btft if-y^y >-*-hy ?a, ^i/U^y-^ y ? 
A, TX7t;i/^-A, ^ftfrj&if^Jf 6>ti«. 

[0 0 3 9] 
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&&&&mm («, ^tmi> &m\*i&M%k mmmmwu Mi&fo®. 
tMtt& > ftmm («, mmwrn. mmm*& > gar («, 

[0 0 4 0] 

Xf7y>i7^i/i?A, iK'Jxf l/>^ijn-;i/6 0 0 0)5;a & 
£&*ftLTffiffij*?gU #UM?i&MfCJ:y, |0TX^F>^ J»*§ffi&SVMi 

[0 04 1] 
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Ctf-f F^y FE n-A77;b7t] , jKU tf— ^/tfn y F>& 

-3 0D5 5 , n-A77;VYtt) , *&79 y/H3JKl)T- s C 

;vn~x^^ ; 7^;7^w^7^ y i/- F=tjj<y v-r s [^--r 

=^>ybRS (M™%x) . U-2±7 yjl-rm % 7 ? V Jim^fr • * $7 ? V )l> 

mtrjv&mittismmm c^^^hNE oats*) , n-A77^±) 

[0 0 4 2] 

attar m%tm&&&vm jkuvm-nso, tku^-^^>x^i/> 

, 7JV^ymi- h U ?Afcif) , ^#&| (#9, *^;w^^>, ^ntf;wi^^ 
>, ^>^;i^r;i/n~^, ^nn7^;~M :7:n7-;i/&£) , *SB-fK*ff (« 
. ft-fb^-hy^A, yvizvy, D--?y-h-Ji, D-v;i/tfF-;w ^F^ 

feiTfc*K:*tt»jW («, m&&, £mm-&i&&, vyfim^ 
wm&mm cm> *v-ym, ^m, mmm, bv^um/m&wmmm 
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[0 0 4 3] 

z.0£oKLTmbn&wmz. &±xi&m&x&z><Dx, mxit. m$imm 

(M;US> tiK x"?x> 9vK fc^S?, zf*. hU, 

# (M6 0kg) &C&V^&, -0&£U, ^^irfe-g)*^©^^ U ~ 
^>y#&iC£ ijnhth^it^H It, iO.l&V^LlOOmg, ^^b< 

[0 0 4 4] 

mm®; ^mm^m Kmm u#& m& n t % b x m e> n %> rnmm.rn.mx 
z.z.x, mm^mzmwzft&nfot nit tuSBbfe r 

z.(D£z>teLxmic>hz>mmz. ^xi&m^x&^<Dx. n^n usf?Li&# 

(Mill fK v^x, 5«vK tfi*-3r, #S/, hU> 



ffiSE# 2003-3008075 



2002—003769 



# (#!6 0kg) KlfcV^TfcJ:, — H»fc*J, ^»/*#T?&5#38l?l|©*>/1# 
SCSC*ft-§£it#;£LT, *&0. 1 &V\L 1 0 Omg, *F*L<tt*&l. Ofcv^ 
50mg, J:yjff*L<tt»l. 0&V^b2 OmgT'SS. 
[0 0 4 5] 

^oT^i^, afcatfy * * u*-^ F£ ITS, ^^©^^A^K&n- K^s 
DNA, mRNAfCRNAAW £41, Zltl &J4:i#flH* f=.l*— #^®V>*f*l 

RNAOA^^'J^KTJtiv^ n— K 

> t. mm® % <d wm \? n & . 

^l/drn.^ — • — — (Molecular Cloning) 2nd (J. Sambrook et al., 
Cold Spring Harbor Lab. Press, 1989) JC|&<B tclZ^ttUzm D§M 

3 7 mtE4# 2003-3008075 



2002 — 003769 
<5*£\ mRNAit «*.«, ^n-^ilbTSg^J#-^ : 3£fc« 

NA) ©1^2 0%^, f*l<li3 0%«±, i^*l<^5 0%^ 

# £ b < lift 5 0 %&±M'P 3 -fr £ IWbl§r#f «: , #»(!BCD*> *«&=i - K 
[0 0 4 6] 

f Kfifm ^j*fb^«j, 9fflP££fe flM&ftmat ttPfttttttfu Sfrft&IKffir 

So 

# u-->^^{cj: y»&ti**»gicDdf >^^«««B53t , r &mm<D=Fffi • i& 
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z.<D£oizLTmbn&mmiz. &£:T*mm&T*&z>(DT*, mint. m%mm 

fci h> V«7X. 9y>, tf-fr^f, H^^, ^t/. by, 

*n, ^>A>t?-&if) KttLxmumKiktc.i l $#mnMiz%£-5 

hfciflcj: yn&§#, fill *£JgHC«j»bTV*3j*AA 

m (M6 0kg) {c&v^&, — Bfefey, ^®j*#T?&s#$atg©;**y- 
-yyjjmzkvmion&fc'&mtLT, mo.i&^vi o omg, ^^u< 

ttfc&U 0^Wt5 0mg, «fc b<&if$l. 0^^t20mgt^S. 

[0 0 4 7] 

te^ *« 3t *S ^ n T 7f S ^ ^ * - S: ^t* S IWJft J: OP* n h 0i?LI&#J &c £ v % X % 
acZ) , nTiffiT ;W U7t^77^ - ^2/7x9— tf3t-&?* if 
-ft^t? h is (1 acZ) T**g|LTV%S*-&, #3&l$!©# 

■tftff&^fS- bfe^ot, Mill 5-7n=E-4-^nn-3-^>K^ 
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-j8-#9* bV^SS/ K (X-g a 1) ©<fce!&<3 -#r7? h>>#*-1?tf>»f€ 

sifc^ts. *#fi5ic«, ^llffl§$>sv^^iiSire^S:^;l/^;l/T;l/T ^ ll K&if 

TflSfcU U >MfcKff£3£*»K (PBS) T?iSfc»|fc, X- g a 1 %#tfSfe&« 

t% M*fctt3 7"cf5fi£*e, m 3 o b i mmi^m^r^ mmm*& 

ImM EDTA/PBSMt'^ft^hCiot, £ -jS^Z bis#-H 
[0 0 4 8] 

*!8»0f > A'* « & a — D N A(D&£Hi^K:lSirWK:ffittl$&*SBB 
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rt^FtftfiLv*. 

BB#U *fel«CD— ®fr*mir&yynz>xx# V** F ; $ £>&c$?£ b<te 

F; &£##*f e>*iS. 
r>^*fe>^5?^i/^F©#«*Stt, at** 10-4 0HE #2:b< 

i^^F£«j£i-S#s*^;f^F<z>^M^ (Jft;*:7;c-h) 

sK-x) 2' -o-^^;H^:^if6D'fb^Hif«iS^t^ce^$tl , rv^T=feJ;v^ 
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ffi ■ mm®n<Dm<erz.mmzLT, s*nt;u m%m® wz.it. tK 

, 7>yK tf-fr* 5 , ^i/, hU, -f*. -tf-;K ^> 

T>^-fe>^5?^ l/*^ Ktt, jtte^^/W Kn^*^- ^;K£J:e>&# 

£££ »;ji&5#> mx.it, wmmzmBhx^&f&ABm- (fti6 0kg) tc 

50mg, J: b<li^Tl. 0 & V> I, 2 0mgt'^5. 

it, m^mmiz si^idn Ao#$^-e0M^si^s & wtjb >r 

y df z z u*?- hVn btfMt -5 r i: %T*£ 3„ 

SRNAO-iSttfSHliRNA, *^0^>;^fSa- KfSRN 

-MfcRNAWu 4W3Ja>2fSk «i ^Nature, 41 494H, 2001^ 
yjJMM 4>*&<Z>#^ MA If TRENDS in Molecular Medicine, 7^, 221 

-fiPfc^© y tftlf >f A ZmMitZ r &c J: 0 T, ffiM© U tffif >f A £§g3tt- * 
rt^-etS. *»iO*>;^RS:3-KtSRNAfl)-ii:bTia:, ^© 
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• tilt utftMtss^ «nabfer>^'fe>^jKy * * k^ih 

[0 0 4 9] 

. -f&\ Vi/. ^v, #3, ^5?, ^>A>s?-&H) {cfctt£;fc#&i£<z> 

^t^T*^§©-e, M3-tf> »DNA*fettmRNA©a«, Wl* 
^?i©T^> iDNAlfcttmRNA ©«iD» « V > £<D»fi5rtH**r 

, i#:^CD7-if>A^r^y ^f-i/a>^PCR-SSCPS J % V 
9 7. (Genomics) , 5 8 7 4~8 7 9l (1 9 8 9#) , ZfU 
X • *zf • if • tt'at^ • - • • x>WX • ^ • rL-m 

^.X— (Proceedings of the National Academy of Sciences of the United St 
ates of America) , ||8 6i, 2 7 6 6~2 7 7 0l (1 9 8 9^) ) &£flC 

*lfc»^P C R- S S C P*£JC£ .U DN ACD^|g^^t|ffi3tlfe»-^tt. M 
[0 0 5 0] 



4 3 
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««K©*-^i:W«»cbT, gSHfcU tt&Sfrft tK 
K ^if^ ty*?, tfv, hU, -f^. 

* # - scUdA b & r £ % T* g a „ 

# (fti6 0kg) {c&v^», — ^»Jfc#*e&<&H#F#-* : 5£fc 

i&^blOOmg, #*b<fitt&l. 0^^t50mg, J: »; 0 * b < 1 . 
0&v>b 2 Omgt$)S a 
[0 0 5 1] 

3£>JC, Egr-l»«ffIIS:^bTas««IJR«rtt»3eC!)^|»-*& 
Eg r-lMifcbtil' fettftJC^T, Eg r-lOM^Kii^J 

, w^mm> mm 



4 4 
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ttXJMfc <«*.»*, *K v**, 7*;K ?v 
; MJ, -f5?, -9;;K ^>^°>^-fc£) Jc^bTjftPWtc*^»*ftP 

h&ifjc <fc UUfcStf, «AIt (#!60kg) K&^XIZ, - 

H&fey, IM^feSE g r-lTOil^UT, $&0. lfcV>bl 0 Omg, 
#*U<»il&l. 0&V^50mg, <fc »; # * U < 1 . 0*V^b20mgt 

[0 0 5 2] 

^Wj&WfCfcV^, ft^T5^Bft3feifS:«t-^Tf*at*r*»^ IUPAC- 
IUB Commission on Biochemical Nomenclature IZ <£ £ B&#&.g> 

DNA '. tt^SsVtfmWl 
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c DN A 

A 

T 

G 

C 
RNA 
mRN A 
d AT P 
d TT P 
d GT P 
d CT P 
ATP 
EDT A 
SD S 
G 1 y 
Ala 
V a 1 
Leu 
lie 
S e r 
Th r 
C y s 
Met 
G 1 u 
Asp 
L y s 
Arg 
His 
Phe 



7f-> 

^^y 

v &mm 



^Tt^y?-^ yy^v ym 
ft^i/^r;i/>Htj ym 



rf;$/>Hy ym 

?V i/y 

r^—y 
A y y 
u^fi/y 
JVUJi/y 
iEVy 
x Ust~y 
i/^^y 
*^*-y 

^ ym 

vpy 

7;i*?-y 

\L7,=f-vy 
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Tyr 



Trp 



Pro 



zfu y y 



A s n 



TTO^-^y 



Gin 



y 



p G 1 u 



Sec 



-fe 1/ / S/.Xtr-f > (selenocysteine) 



[0 0 5 3] 

Egr -iodt^ jwmmnmftwmitm-** 

ck#i## : 2 ] 

m&m^ : 3 ] 

Cf23«# : 4 ] . 

0B3«# : 2^$tlST^ ;Wi^tStl hE g r -l&zi- FtSD 
NA0i&fflB?rj£j^ o 
CI3^J## : 5 ] 

Egr -ltf^n-f 5?? VTh^- FOi&SWJfca^o 
CIH^§# : 6 ] 

Egr -ltf^n-f va-^ F&mmmwtTF-to 

[0 0 5 4] 

[|§^<z)^m®^] 
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Wistar fatty^y h <D }C 33 £ ear 1 y growth resppnse-1 (Egr-l)mRNA^3^(Z) 

DN)&e«»3£'t«5iH£Wistar fatty^y h (SH5fcf^^^) *©iES*f 
i7-y h"^»«tira»©«lttWistar lean?? b (^ffl^tfy^X) fci^T, 2 

;i/^(Beckman Coulter) ' *m^TWM b >f>X'J>Ig(t RIA& (i&SFifelg 

#5E©5*; h <fc U Wfll£}»bTtotal RNA 

I PRISM 7700(Applied Biosystems) £Jg V>T U T;i/# -f AJtiRT-PCR&lC J: y # 
amENA»3K*&W3gLfe 0 

[^13 [^2] {C^^o Wistar fatty^y M£, 13Mt&«fc y NIDDM 

JCEgr-1 mRM$&l%M<Z)1gtiti-&Wi&*>n, 40jHa&*?*Transf orming growth factor- 
/S l(TGF-/31);&t>*fibronectin wSSmWk(DPSMifi^S>^tl1to 





Wistar 


1 ean 77 
22MM 40«gft 


Wistar fatty y b 
13Mm 22MW& ZOMWi 


mtpTJV7$ y 


5.1 


4.0 10.4 


6.7 55.7 182.0 


(mg/day) 










138.9 


137.1 134.3 


319.2 402.9 319.4 


*&(mg/dl) 










123.0 


125.6 158.7 


1091.9 1019.2 1674.4 


Units/ml) 
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(n=5, Mean) 

[*2] Wistar f atty^ y h © WIH &C £ £ Egr-1, TGF-i8 l&tf fibronectin© 
(#«&©Wistar lean ^ y h © WMHC 33 S & 1 Ufcl*©ffi*Mt) 



&ft 13i@i& 22» 40» 


Egr-1 


1.1 


2.2 


2.4 


TGF-/8 1 


1.1 


1.0 


1.7 


Fibronectin 


1.2 


1.0 


2.1 



(n=5, Mean) 

[0 0 5 5] 

Zucker fatty^y h ©WIH&C£tf£ early growth response-1 (Egr-1) mRNAfg^ 

n<4 >XU>Jfit3£S:MU fftt«feg^&?«Jft{£Ziicker fatty^yh (ZF 
9vK 18«, t-il/XUA-) jc, 0.5%^^;i/iz;vn~X100cPJC^ 

|lfc*>fW> S'l/^f-fe^/l' (angiotensin irtypelg3£flsfg$ft3jg) & 

9Mf«k — H-MHftpia^L/fe. ^fiS^rfjEft^sp^fesraatt©*^ 

ucker lean^yh (ZL9y K H:fc^* -^XU A~) }Cte0.5%* ^J^iZJVU - 
*100cP (Vehicle) &-B-IH3iHfinta-£Lfc. #^8affeK:24l$ra*JK&<f? 
W A/G BfXh^n- (fttfUra) &MV>TjRtt»r-n/^>^H6*«:«Sbfc 
o *g^9M^SCWIl£gPfcU -801CT?«#«, Wl«&»LTtotal RNAfcififim 
b£„ K$g©mRNA»J5:=foi:{C^ , ^>rv-^t> , ^yn-^'S:^iSL, ABI PRIS 
M7700 (Applied Biosystems) V>T U T;i/# >f AjtiRT-PCR^&C <fc »J #SmRN 

#SJH£ [*3] [£*4] {C^-To JRtf»r^^^>ifm*35«*irrbTV>SZuck 

er fatty^y h ©WHlC&V^&Egr-l mRNA#§JUi^ff U Transforming gro 
wth factor-01 (TGF-/3 1) , platelet-derived growth factor-B (PDGF-B) , f 
ibronectin&t>*al(I) col lagen©#mRNA|gJg©itin%^!i?) t>ftfc B $£SC, % 
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0^2 0 0 2-0 0 3 7 6 9 ^ 





ZL5- >y h 


ZF9 >y b 


ZF^ y h 




Vehicle 


Vehicle 






48.5 


401.5 


61.7 


tfetfi* (mg/day) 









(n=8-9, Mean) 

[^4] Zucker fatty^ y h ©WWKlifcttS Egr-1, TGF-/8 1, PDGF-B, fibronect 
in&tfaKD collagenODmRNAISJS* (ZL^ V h©WllifCfeH-S^3^*& 1 £ b 





ZF^y h 
Vehicle 


ZF^ y V 
JjyrV)V$y 


Egr-1 


2.9 


1.3 


TGF-jS 1 


2.1 


1.2 


PDGF-B 


1.5 


1.0 


Fibronectin 


2.1 


1.1 


a 1(1) collagen 


2.3 


1.6 



(n=8-9, Mean) 



[0 0 5 6] 

mmm3 

<5V h^^^^iJ'V^^AjfflflSlC^^Searly growth response-1 (Egr-1) mRN 

4»©HffiSprague-Dawley^ *j V (SD^yK UT) <kUiWg«b 

^^W^-9->^^A«(passege 7)$:. 20% t> S/^Jfe^f(FCS) ^^tfDMEM 
^%-e40K^f#^ 0.2% jfit»T^/^^>%"&tfDMEMK:T3HIBf*«bfe. 

^f^OlBJ^lC, FCS(20 X)* ^^angiotensin II (All) (10~ 6 M)&S&flHU 37 
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0 0 2-0 0 3 7 6 9 ^ 

X3T?30^M/S$*fe. All typel^^^ ^^i?^* FCS££W: 
AHM5^Btf{CS^^10" 5 MtC&S =fce)^JC^inU7b 0 FCStfettAIIfTM 
30^> totalRNA£#fffi b£ 0 ®£fg©mRNAfB#I& % £ {C^^-f V- HMft^U - 
^ftftMHO, ABI PRISM 7700 (Applied Biosystems) £Jg U T;i/# AJtiiRT 
-PCR&&CJ; y Egr-1 mRNA^i&M^ L fc 0 

M^S: DSI5] [^6] }C^i\ Egr-1 mRNA#§^4teFCS0$fc3O#^&C5f HJ§ 

JC*MU .^J^T'^l/^^tC j:yg|5^^^Sl0J$tlfe o AII«fc30#$UC 

[^5] FCS*ff»tC<feS Egr-1 mRNA^ODifitmtf # yttfr* >©«J#M OW 



Egr-lmRNA^^4 


mmm 


1.0 


FCSJH«30^|fe 


26.6 


+ Vehicle 




FCSJW«30#lft 


18.4 







(n=3, Mean) 



[366] AIIJW»K:J:«B Egr-1 mRKmm<D*%iMX.T$jt} y?yrJV& WWUftm OKI 



Egr-lmRNA^Sii 


mmm 1.0 


AII#B»30^ 


2.8 


+ Vehicle 




AIIlW«30dMft 


1.3 







(n=3, Mean) 
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[0 0 5 7] 

&£8f&£tr^=I VZ>"T-X2—Jl/lk$E^y h <D RMEIC fetf Nearly growth response-1 
(Egr-1) mSSmm<DPSm ' 

Wm&£l&ft&.'t&1&&<D&1£i&ffl6n Ux^u-Asikm^y b (SHC^y 
K lljS», SH^y 3fcr)fiE«^flg»T»*>SI3ja»©«H£Sprague-Dawl 

;*5^n-;H!,^«f a>CX5^;i/# (Beckman Coulter) £M V^$!l5£ L£ 0 

al RNA£»ffiL£ 0 8E$g©mRNAIB?ri & & £ iZZf^^f ^-%.Z$Myhzfn —fkfm 
U ABI PRISM7700 (Appl ied Biosystems) v%T U T)V% A^iRT-PCR^ 
tC J: »J Egr-1 mRNA^3^S £$!l)£L£o 

9.2 (mg/day, Mean (n=5)) MlHtf n UXrU - ^ftRtt**.**!^^ 

&tF43.5 (mg/dl, Mean (n=5)) T&U, V^-ftl©/^ ;* - # %SHC^ y h V> 
Ti^fire&ofco d<Z>B?<DSHC9y htf^illJC £tf & Egr-1 mRNA|§^i», SD^ 
yb<DmMlZ-&tfZ>mmA£ikmVX, 3.8m (Mean (n=5)) IcJfjtl LX V^ 0 
[0 0 5 8] 

*mm<D*9 — > Affile J:*i«, «*ifea&JR«:^U fro, IIff^M©^V% 

[0 0 5 9] 

[«!*«] 
SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 
<120> Screening method 
<130> B01463 
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<160> 6 
<210> 1 
<211> 123 
<212> PRT 
<213> Human 
<400> 1 

Tyr Gin Ser Gin Leu lie Lys Pro Ser Arg Met Arg Lys Tyr Pro Asn 

5 10 15 

Arg Pro Ser Lys Thr Pro Pro His Glu Arg Pro Tyr Ala Gys Pro Val 

20 25 30 

Glu Ser Cys Asp Arg Arg Phe Ser Arg Ser Asp Glu Leu Thr Arg His 

35 40 45 

He Arg lie His Thr Gly Gin Lys Pro Phe Gin Cys Arg He Cys Met 

50 55 60 

Arg Asn Phe Ser Arg Ser Asp His Leu Thr Thr His He Arg Thr His 
65 70 75 80 

Thr Gly Glu Lys Pro Phe Ala Cys Asp lie Cys Gly Arg Lys Phe Ala 

85 90 95 

Arg Ser Asp Glu Arg Lys Arg His Thr Lys He His Leu Arg Gin Lys 

100 105 110 

Asp Lys Lys Ala Asp Lys Ser Val Val Ala Ser 
115 120 

<210> 2 
<211> 544 
<212> PRT 
<213> Human 
<400> 2 

Met Ala Ala Ala Lys Ala Glu Met Gin Leu Met Ser Pro Leu Gin He 
5 10 15 



5 3 
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Ser Asp Pro Phe Gly Ser Phe Pro His Ser Pro Thr Met Asp Asn Tyr 

20 25 30 

Pro Lys Leu Glu Glu Met Met Leu Leu Ser Asn Gly Ala Pro Gin Phe 

35 40 45 

Leu Gly Ala Ala Gly Ala Pro Glu Gly Ser Gly Ser Asn Ser Ser Ser 

50 55 60 

Ser Ser Ser Gly Gly Gly Gly Gly Gly Gly Gly Gly Ser Asn Ser Ser 
65 70 75 80 

Ser Ser Ser Ser Thr Phe Asn Pro Gin Ala Asp Thr Gly Glu Gin Pro 

85 90 95 

Tyr Glu His Leu Thr Ala Glu Ser Phe Pro Asp He Ser Leu Asn Asn 

100 105 110 

Glu Lys Val Leu Val Glu Thr Ser Tyr Pro Ser Gin Thr Thr Arg Leu 

115 120 125 

Pro Pro lie Thr Tyr Thr Gly Arg Phe Ser Leu Glu Pro Ala Pro Asn 

130 135 140 

Ser Gly Asn Thr Leu Trp Pro Glu Pro Leu Phe Ser Leu Val Ser Gly 
145 150 155 160 

Leu Val Ser Met Thr Asn Pro Pro Ala Ser Ser Ser Ser Ala Pro Ser 

165 170 175 

Pro Ala Ala Ser Ser Ala Ser Ala Ser Gin Ser Pro Pro Leu Ser Cys 

180 185 190 

Ala Val Pro Ser Asn Asp Ser Ser Pro He Tyr Ser Ala Ala Pro Thr 

195 200 205 

Phe Pro Thr Pro Asn Thr Asp He Phe Pro Glu Pro Gin Ser Gin Ala 

210 215 220 

Phe Pro Gly Ser Ala Gly Thr Ala Leu Gin Tyr Pro Pro Pro Ala Tyr 
225 230 235 240 ' 

Pro Ala Ala Lys Gly Gly Phe Gin Val Pro Met lie Pro Asp Tyr Leu 
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245 250 255 

Phe Pro Gin Gin Gin Gly Asp Leu Gly Leu Gly Thr Pro Asp Gin Lys 

260 265 270 

Pro Phe Gin Gly Leu Glu Ser Arg Thr Gin Gin Pro Ser Leu Thr Pro 

275 280 285 

Leu Ser Thr He Lys Ala Phe Ala Thr Gin Ser Gly Ser Gin Asp Leu 

290 295 300 

Lys Ala Leu Asn Thr Ser Tyr Gin Ser Gin Leu He Lys Pro Ser Arg 
305 310 315 320 

Met Arg Lys Tyr Pro Asn Arg Pro Ser Lys Thr Pro Pro His Glu Arg 

325 330 335 

Pro Tyr Ala Cys Pro Val Glu Ser Cys Asp Arg Arg Phe Ser Arg Ser 

340 345 350 

Asp Glu Leu Thr Arg His He Arg lie His Thr Gly Gin Lys Pro Phe 

355 360 365 

Gin Cys Arg lie Cys Met Arg Asn Phe Ser Arg Ser Asp His Leu Thr 
370 375 380 385 

Thr His lie Arg Thr His Thr Gly Glu Lys Pro Phe Ala Cys Asp lie 

390 395 400 

Cys Gly Arg Lys Phe Ala Arg Ser Asp Glu Arg Lys Arg His Thr Lys 

405 410 415 

lie His Leu Arg Gin Lys Asp Lys Lys Ala Asp Lys Ser Val Val Ala 

420 425 430 

Ser Ser Ala Thr Ser Ser Leu Ser Ser Tyr Pro Ser Pro Val Ala Thr 

435 440 445 

Ser Tyr Pro Ser Pro Val Thr Thr Ser Tyr Pro Ser Pro Ala Thr Thr 
450 455 460 465 

Ser Tyr Pro Ser Pro Val Pro Thr Ser Phe Ser Ser Pro Gly Ser Ser 
470 475 480 



ffi|iE# 2003-3008075 



2002—003769 



Thr Tyr Pro Ser Pro Val His Ser Gly Phe Pro Ser Pro Ser Val Ala 

485 490 495 

Thr Thr Tyr Ser Ser Val Pro Pro Ala Phe Pro Ala Gin Val Ser Ser 

500 505 510 

Phe Pro Ser Ser Ala Val Thr Asn Ser Phe Ser Ala Ser Thr Gly Leu 

515 - 520 525 

Ser Asp Met Thr Ala Thr Phe Ser Pro Arg Thr He Glu He Cys 
530 535 540 

<210> 3 
<211> 1632 
<212> DNA 
<213> Human 
<400> 3 

atggccgcgg ccaaggccga gatgcagctg atgtccccgc tgcagatctc tgacccgttc 60 
ggatcctttc ctcactcgcc caccatggac aactacccta agctggagga gatgatgctg 120 
ctgagcaacg gggctcccca gttcctcggc gccgccgggg ccccagaggg cagcggcagc 180 
aacagcagca gcagcagcag cgggggcggt ggaggcggcg ggggcggcag caacagcagc 240 
agcagcagca gcaccttcaa ccctcaggcg gacacgggcg agcagcccta cgagcacctg 300 
accgcagagt cttttcctga catctctctg aacaacgaga aggtgctggt ggagaccagt 360 
taccccagcc aaaccactcg actgcccccc atcacctata ctggccgctt ttccctggag 420 
cctgcaccca acagtggcaa caccttgtgg cccgagcccc tcttcagctt ggtcagtggc 480 
ctagtgagca tgaccaaccc accggcctcc tcgtcctcag caccatctcc agcggcctcc 540 
tccgcctccg cctcccagag cccacccctg agctgcgcag tgccatccaa cgacagcagt 600 
cccatttact cagcggcacc caccttcccc acgccgaaca ctgacatttt ccctgagcca 660 
caaagccagg ccttcccggg ctcggcaggg acagcgctcc agtacccgcc tcctgcctac 720 
cctgccgcca agggtggctt ccaggttccc atgatccccg actacctgtt tccacagcag 780 
cagggggatc tgggcctggg caccccagac cagaagccct tccagggcct ggagagccgc 840 
acccagcagc cttcgctaac ccctctgtct actattaagg cctttgccac tcagtcgggc 900 
tcccaggacc tgaaggccct caataccagc taccagtccc agctcatcaa acccagccgc 960 
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atgcgcaagt 


atcccaaccg 


gcccagcaag 


acgccccccc 


acgaacgccc 


ttacgcttgc 


1020 


ccagtggagt 


cctgtgatcg 


ccgcttctcc 


cgctccgacg 


agctcacccg 


ccacatccgc 


1080 


atccacacag 


gccagaagcc 


cttccagtgc 


cgcatctgca 


tgcgcaactt 


cagccgcagc 


1140 


gaccacctca 


ccacccacat 


ccgcacccac 


acaggcgaaa 


agcccttcgc 


ctgcgacatc 


1200 


tgtggaagaa 


agtttgccag 


gagcgatgaa 


cgcaagaggc 


ataccaagat 


ccacttgcgg 


1260 


cagaaggaca 


agaaagcaga 


caaaagtgtt 


gtggcctctt 


cggccacctc 


ctctctctct 


1320 


tcctacccgt 


ccccggttgc 


tacctcttac 


ccgtccccgg 


ttactacctc 


ttatccatcc 


1380 


ccggccacca 


cctcataccc 


atcccctgtg 


cccacctcct 


tctcctctcc 


cggctcctcg 


1440 


acctacccat 


cccctgtgca 


cagtggcttc 


ccctccccgt 


cggtggccac 


cacgtactcc 


1500 


tctgttcccc 


ctgctttccc 


ggcccaggtc 


agcagcttcc 


cttcctcagc 


tgtcaccaac 


1560 


tccttcagcg 


cctccacagg 


gctttcggac 


atgacagcaa 


ccttttctcc 


caggacaatt 


1620 


gaaatttgct 


aa 










1632 


<210> 4 














<211> 1632 














<212> DNA 














<213> Human 












<400> 4 














atggccgcgg 


ccaaggccga 


gatgcagctg 


atgtccccgc 


tgcagatctc 


tgacccgttc 


60 


ggatcctttc 


ctcactcgcc 


caccatggac 


aactacccta 


agctggagga 


gatgatgctg 


120 


ctgagcaacg 


gggctcccca 


gttcctcggc 


gccgccgggg 


ccccagaggg 


cagcggcagc 


180 


aacagcagca 


gcagcagcag 


cgggggcggt 


ggaggcggcg 


ggggcggcag 


caacagcagc 


240 


agcagcagca 


gcaccttcaa 


ccctcaggcg 


gacacgggcg 


agcagcccta 


cgagcacctg 


300 


accgcagagt 


cttttcctga 


catctctctg 


aacaacgaga 


aggtgctggt 


ggagaccagt 


360 


taccccagcc 


aaaccactcg 


actgcccccc 


atcacctata 


ctggccgctt 


ttccctggag 


420 


cctgcaccca 


acagtggcaa 


caccttgtgg 


cccgagcccc 


tcttcagctt 


ggtcagtggc 


480 


ctagtgagca 


tgaccaaccc 


accggcctcc 


tcgtcctcag 


caccatctcc 


agcggcctcc 


540 


tccgcctccg 


cctcccagag 


cccacccctg 


agctgcgcag 


tgccatccaa 


cgacagcagt 


600 


cccatttact 


cagcggcacc 


caccttcccc 


acgccgaaca 


ctgacatttt 


ccctgagcca 


660 


caaagccagg 


CCttCCCggg 


ctcggcaggg 


acagcgctcc 


agtacccgcc 


tcctgcctac 


720 
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cctgccgcca agggtggctt ccaggttccc 
cagggggatc tgggcctggg caccccagac 
acccagcagc cttcgctaac ccctctgtct 
tcccaggacc tgaaggccct caataccagc 
atgcgcaagt accccaaccg gcccagcaag 
ccagtggagt cctgtgatcg ccgcttctcc 
atccacacag gccagaagcc cttccagtgc 
gaccacctca ccacccacat ccgcacccac 
tgtggaagaa agtttgccag gagcgatgaa 
cagaaggaca agaaagcaga caaaagtgtt 
tcctacccgt ccccggttgc tacctcttac 
ccggccacca cctcataccc atcccctgtg 
acctacccat cccctgtgca cagtggcttc 
tctgttcccc ctgctttccc ggcccaggtc 
tccttcagcg cctccacagg gctttcggac 
gaaatttgct aa 
<210> 5 
<211> 9 . 
<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 5 

gcgtgggcg 9 
<210> 6 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 
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atgatccccg 


actacc tgtt 


tccacagcag 


780 


cagaagccct 


tccagggcct 


ggagagcege 


840 


actattaagg 


cctttgccac 


teagteggge 


900 


taccagtccc 


age tcatcaa 


acccagccgc 


960 


acgccccccc 


acgaacgccc 


ttacgcttgc 


1 AAA 

1020 


cgctccgacg 


agctcacccg 


ccacatccgc 


1080 


cgcatctgca 


tgegcaaett 


cagccgcagc 


H40 


acaggcgaaa 


agcccttcgc 


ctgcgacatc 


1200 


cgcaagaggc 


ataccaagat 


ccacttgcgg 


1260 


gtggcctctt 


cggccacctc 


ctctctctct 


1320 


ccgtccccgg 


ttactacctc 


ttatccatcc 


1380 


cccacctcct 


tctcctctcc 


cggctcctcg 


1440 


ccctccccgt 


cggtggccac 


cacgtactcc 


1500 


agcagcttcc 


cttcctcagc 


tgtcaccaac 


1560 


atgacagcaa 


ccttttctcc 


caggacaatt 


1620 
1632 
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<223> 
<400> 6 

gcgggggcg 9 
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Stir* 

o 
a 



1 
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ffi m a m m m m 



(0 0 0 0 0 2 9 3 4) 



1. 1 9 9 2^ 1H220 



i 
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